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(54) MODEL ANIMAL FOR AUTOIMMUNE DISEASE AND ITS PREPARATION 
(57)Abstract 

PURPOSE: To obtain an autoimmune disease model animal useful for a morbid state investigation and the 
development of a treating agents by cultunng a pathological lymphocyte derived from an autoimmune disease patient 
together with a T-lymphocyte activating material to obtain an activated THymphocyte and transferring the activated 
lymphocyte into an immunodeficiency model animal. 

CONSTITUTION: This autoimmune disease model animal such as an autoimmune disease model mouse having th 
symptom of a disease such as synovial membrane proliferation, fibrosis or phagedena in bone and cartrilage peculiar 
to serious autoimmune diseases is obtained by transferring an activated T- lymphocyte obtained by culturing a 
pathological T-lymphocyte such as a synovial T-lymphocyte (SFT) derived from an autoimmune disease patient such 
as RA patient together with a T-lymphocyte activating material as an autoantigen such as collagen type II (C 11) 
capable of introducing autoimmunization which causes autoimmune diseases into an immunodeficiency model animal. 
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(RA) •j:ib^mimi^(o^^9amm=f:^)i''^'^ 

©MflBJSJaETUW^I* (SFT) •C»*Sl*«4ffi«® 
=L> (PHA) (0J;'5!ftTaiJSWi/^>Tab-5tt^JS7 

sKSBfiim^^^ ii^n7-y> (c JO 

1 1) 1?* 1 0 EmoSttlkT 'J >/^3*©fPSt5 

(SC I D) v^xrfe-Sil^JB 1 2*»6 1 4® 

Cit«j® 1 6 ] m^m 1 2 & 1 5 © ti-rn*^ te® 
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2 

CO 0 0 1] 

[S«±©fiJfflii-l9F] *»l«fa, iBftfSEfgat'T^-il'i!) 

4»Rc;-€-©f^«:«rj*fcii-r.5. ^FSicffifaejctt. 

tt. t h®eB^fe«3^ffi©^:KlCit»H-^-r«.*llH4T 

t B^fe«i^llSr«^ Lfc e B#6««eJSt5r;l.ft«jR 
[0002] 

[«ae*ftfif] *^?^ic«gsgB^Biffii^ii^7';n!i«it 

T^®^&ffi?Sd^S«J«3tlfcJSm. th©&BiBffi!g«l 

*«^ffiLfci4!fe©j: tT?**. 

[0 0 0 3] t¥3feJ:0. a3^ffi#^fcffi^ik (SC I D) 
vi7Xtrt l>®jgjk$^iaJ^-«'U>/t]^<£^AbT. th 

®jii»t«fflte-es«^"r-5ts**iffi-er-efft)n. sc i d 

-hutbT> a/r?B0anTVi« [J.R. Frey et a 
1.. J. Exp. Med.. 175, pl067(1992); G.M. Fulop et 
al., J. Immunol.. 136, p4438(1986)] . ^^t, iE««i 
J&<Dt^t> DC, t h © aB#fc«f38UilCM*>5 'J >M3«-t» 
S58B)ia*»AbTt h®^^*S3SLT50?jil^x;UV> 
XtbTfflViJ;'5tV^5K*t)ff*3nTVi5 [T.D. Cep 
pert et al.. Arthritis Rheum.. 33. p599(1990)] . 
L*ib, U >/^I*i^AlC<fcS t h®eB^6ffii^«®WS 

[0 0 0 4] mXit, ^JtttXUf'Vh-T^X (SL 

E) iil#©'J>/tJ^SrSC I DV^XfC^Abfc^^T? 
«, a>!f©gEfit#:®]gfe«^«)^n**5, *l!W;5:t 

h® s L E iznm6^uwm^'^sk'sm^<onmizitgi.:^ 

UT^i^t') [M.A. Dochosal etal., J. Bxp. Med.. 17 

2, p985(1990)] . 

[0 0 0 5] — t h®#SStt®fl:3ffi (MS) ®ai« 
®««U >/'<3»?£S C I D-=r'>X©flaS^B?fC»ACU 
TM S ^ffit® EgJK©«^^t^5r^^T-5©lCjSa) Ufc^ 

[Y. Saeki et al.. Proc. Natl. Acad. Scl. 
USA, 89. p6157(1992)] . t h©«14li 

gS'J-^V^ (RA) jil#®Mg5ffiE4'®T'J WI^SSC 
I D-7>>X®KMf(5^Bf'saEAL/Tt). cr<S5V^«K3ft 

*ts*^n-5®*T*c»fc [tefae, B*f6«E^^«^ 

•^«m#IB® II22#, p400(1992)] , 

[0 0 0 6] C:®J:-5IC, RAJCb«U«^en-5?tlK 
®EJ?> /X^XX®?^**, #. «C«®«IStC*-T?SiJ^<fc 
-7:%SiK:i^ii$Btt«IS^©ei%»B»l^dn. ::n-?» 

t h©RA*x;n(i4S»©?63ifc«sst'»t#^enT# 

[0 0 0 7] 
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3 

[0 0 0 8] 

7^;HI!|ifelC^A-r -5 C t J; Dfi^JS: ae^feSs^liilcO)^ 
[0 0 0 9] ;^^tc. MSa^AOiSKtbTtt. mEf^ 

[0 0 10] 

*)>nmmm^n^. mx\i. 'mmm)'^-^^ (r 

A) ©SSjSt7';H&4&S:fP®-r-5ii-&, RAjil«©Hffl 
f&JKTUW'^J* (SFT) Sffiffl-rs;it**»*L.Vi. 

[0 0 1 1] #?.n/S:MS^MttT'J> 

(cii) ^(0gBSiig*t^tf6n*. 

[0 0 12] v-f h'J3L> WJ-SffiitH^) ttt, U> 

5^::i> (PHA) Jjt^tf&n-S. 
[0 0 13] ^SS^g-CffifflSnST-f hv'jcXO 

C D 3 «. T U >/tSjl^JS»C:fet»T«tSKgStg?£WT2> 



1#H¥8-2 8 9699 

&ffloT^»2)iJ-f»-C*<5. ;i®CD3C>l*l/T#SW 
J&:«l«cT?»*©iCD3lrifl:«. TU >/^3*tElfc:S-fr4 
TU>/m^®lC#«t- *CD3*tfg«S§lt, T 

eatn;K©»ji;fS:-«s|i:bTtt, m?Hi. eS^feSEJ^ifl 
*«RA(Olg^. RA®ea*l®©l:3t«I^StlTti-& 

IISI39— y> (CII) &mm-r^^iiifi-v^^. cii 
&RA®#ft3iEOHifsfta?Tiji!a (SFT) tpuzmm 
f-st. ciitt»s^^®TU>/i«t«fse<iics>fe 

CO 0 1 5] ±ia®a>!f®Tu>/t^smt:tes^£sa 

T U >/XJ^!&^fea^^^5r^;H!i«Hc:^A-r5Clt{CJ; 
[0 0 16] *5!IBCJ:t3«efflSn5^e«E:=F^^5^;H6 

m<o-mtvx, mmni^^&^± (scid) t^x 
[0 0 17] ^mm^(o^m-vii, fct^RAwjii^® 

SFTSffiffllxTfe, PHA;^iftC±oTab6*>i;©e 
ttfl:bTt»>S:l.»SFTS#tAUfc«-&. K^^MBSIftttie 
S!oT. ^AM®SFT®«tt{t;eBiffiSiJi» 
i^®fc«)®!e!.S®S#t%;il^n-5. E^A^R 
AS#®3|5ffijfeT 'J >/XS* (PBT) **jabT^AU 

(OA) Jil#®?&«B!'J>/tI* (SF) Srjfaa^^ALT 

feMlBJiifJ^s^u/avi. c:ne>®ie«j:o, ras#® 
SFT ^^mmm. ut^a-t-s c t *tssT . sib® a 
EfitmrKfse^wrsTu w<^*tRAffi^®Hja5tf 

ajsns. ;:nfiRAiciss-r-€-®«&®^<®aeft« 

3^Si®*7^;H!i!»fP«K'baffl-e#«*»CWa:ft^rffi 

[0 0 18] -:fj. RAA«**®SFT*TU W?SS 
ei4ft:iilR-C*iI«^^AL.!t«^lr*3l^Tfc. RAS# 

®f@Aii-t»^A-r-5iffl)!ais«cj;t). mmm'iik^%m.\^ 

#Ajffl)^®Sc*«#t»<i:€r (~lxio 
') \t. filttfl:SFT®ttHrtft#®*Tt>®v»M«si>i 

<£^3^-rst)®*<*-5, L*»U ^A-r-5SFT®iKBSa 
»*t2~5x 1 0«aia®J;plC'>;(S:ti«-&, KESrtfi 



5 

$f^Kr^ji^i^^T€fc« mz. ^^mm^)o^^ (r 
A) ^f$.t>'^mmm&. mmit. ^^tivi.^ 

[0 0 2 0] *^%^m^(r>^WCVU. SttftS FT^i» 

m'A\t.mm<Di^xmm(D^m^mm\z^:h^(r>'^\t.fs. 
^^^GVHDo^^rm-^^fcKiiiSg Off. :i:T)S. 

[0 0 2 1] JKT. JIJfiMlC'^oT^R^a&^e.tCifim 
[0 0 2 2] 

1) RAa#Wffi^ji^TU>/W (SFT) (D^m 
RAiS#<;OBIfi5m5'-40ml€:S^f -Sc KIS5?^4'{C'&^ 
^n-STUW^JS^t^Vv^^^jfe]^ (SRBC) U^^yh 

2IsI3S'L^ (leOOrpm, 10^^^) tCJ;t?Tftt^L, -hm^l^ 

AET (2-amino ethyl isothiouronium bromide h 
ydrochromide) 10%«>vfl&j€Jfiim (FCS) JlO 

RPM I i^9m^\zv^%t,is.^^'^\znm\^it\iv-jm 

jfilJ^ (AET-SRBC) ^SrlmlBn^-So S<®»lb;^ 
ft. 16O0'-1800rpinTl'-2iJ'WS>i>U;^c^. ^CO^^ 

3.7?aSbrcft. tt»lf3-4*{C&3.0Diiroi^ab 



(4) «Fli^8-2 8 9 6 9 9 

6 

TVi'5Ficoll-Conrayat{C2'- Smlf ofiSb. ^ia 
1600'-1800rpm, 2Q'^^Q»m*lyt^. ±«^H^lifc 
ft, jEta^«8?)TlliIRPMI«*TiS^il^ttj*'rSo C 

-Aoai#a 0 5 xio« - 2 xio^ iBBie-e^^o 

[0 0 2 3] 2) SFTcPgttft; 

SFT$:10%FCStniRPM I ^^^S^t^lC 5 X10«fflaa 

X. 10%FCSijnRPMI1640«^|g?TiSS$nfcPHA 
lOMg/ml, ©iCD3*t#: (OKT3 ; ATC 
C. Rocville, ML) 5 ixg/mU fe-SV^ttb MlS:3^— 
y> (CI I) 40Mg/ml$:j[inAr. 3710, 5%C02T3 
BPalSft-r^c ^«ft, jSffl]S^HanksjR-C2@ja't>«ct^ 

[0024] 3) mU<O^K 

2) -c#^n;t^ttfl:SFT^^feS^^^7^;^ft^{r^ 

a? (SC I D) V^X^fie^Lfco 6il^<0SCIDV> 
ICI : 4(D9l'&T5gPA-r^. l&i^lbSFT$:2 xlG'Mi 

rttcait-r^o RAS#ft*(DPHA«tt^b*ffi 
jfiimS^ (PBMC ; 2X106-- 1X10^® . XJI^ttM 
a53^ (OA) S*S*<DPHAMttft;Mffim«U>/13* 
(SF ;0.3'-0.8Xl06ja) , a«#fiSS<DP H AStt 
fl::*18l!niTU>/xa^ (PBT; SXIO^-'IXIOO ^± 
J(7 IBI^«JCS C I D V-^XtC^aUfc- 

[0 0 2 5] 4) miB^^^ 

^7f^;PvU>T6a5£bfcft. 0.5NEDTA (pH7.4) T 

M^fifST^. PHA {y>(h^^^)V^:=^y) , OK 
T3 (taCD3©L<*:) . CII (tMl^n^-y» O 

^^xiyrzmm. sc I DT»^x{cK«$n^Mii53feo 

40 3r5coJgglc:3ViT«^mb. -eci[)a3S«€r^lC0X3T 
tca::JViT^l(c^bfco 
[0 0 2 6] 
[^1] 
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[0 0 2 7] miti^^^^fi^U^'D\Z. RAll«6*<0 

3^««^5.i:^^s^;5:Vio cinfc^bT. pha, ok 
T 3 > cim EOT y ynnrnmrnm-vrnmc^ntc, 

WS^n^Sio -^r. RAS#C0*ffijfilU>/X3* (PBM 

c) . ifU'^v^tto^j^ttMffiffe (OA) mmomm 

^)>nn (SF) -^lE^^O^^lfilTU >;t3^ (FB 
T) & P H A^(Z)T U >/1J*^S14>fbi^S-C«S«UT^A 

[0 0 2 8] 
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RA 




SFT 


RA 


PHA 


SFT 


RA 


0KT3 


SFT 


RA 


cn 
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RA 


PHA 
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OA 


PHA 


SF 




PHA 
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□ mwmu 



RA ; SttHV y 0^9- PHA ; 5^ h^T^TjI^^V SFT : RVMrTU 
OA : ftiSttmBe 0KT3 : mC03tft» PBMC : sMfflfkHMRXt 

CD : thnfflas— y> sF:««*ai»j won 



—719— 



• ^ 



(6) 4#M^8-2 8 9 6 9 9 



—720— 



